In-vivo (+)-[3H]fenfluramine binding to rat brain: biochemical and autoradiographic studies.
The in-vivo binding of (+)-[3H]fenfluramine to rat brain regions is saturable, as shown by the inhibition curves obtained by co-injecting increasing concentrations of unlabelled (+)-fenfluramine: at 2.5 mg kg-1 the inhibition of total bound radioactivity was maximal in all regions. The regional distribution of (+)-[3H]fenfluramine specific binding sites (hypothalamus greater than striatum = cortex greater than brainstem greater than hippocampus greater than cerebellum) closely parallels the regional distribution of 5-hydroxytryptamine uptake. Computer-assisted quantitative autoradiography confirms these findings. The IC50 of (+)-fenfluramine for inhibition of its binding in-vivo is below 0.25 mg kg-1, compatible with the presence of high affinity sites. While the physiological role of (+)-[3H]fenfluramine binding sites in the brain, particularly in hypothalamic nuclei, is being investigated, it has been found that in-vivo labelling could also be obtained in the periphery, in lung and renal cortex. The possibility that this peripheral binding is due to the presence of blood platelets cannot be ruled out.